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To the Editor: We read with great interest the study by
Briguori et al.,1 in which they found evidence for similar
nephrotoxicity of iodixanol and iobitridol when prophylactic
hydration plus N-acetylcysteine was utilized. They suggested
that the differences between their study and the Nephrotoxi-
city in High-Risk Patients Study of Iso-Osmolar and Low-
Osmolar Non-Ionic Contrast Media trial may be explained by
their prophylactic use of N-acetylcysteine. The usefulness of
N-acetylcysteine for prevention of contrast medium-induced
nephropathy, however, is controversially discussed in recent
meta-analyses.2,3 Therefore, some alternative explanations
should also be discussed. In the Nephrotoxicity in High-Risk
Patients Study of Iso-Osmolar and Low-Osmolar Non-Ionic
Contrast Media trial, there was no standardized vigorous
hydration and a markedly higher rate of use of ACE
inhibitors in the iodixanol group. Moreover, the duration
of diabetes was significantly greater in the iohexol group and
more than twice as many patients in the iohexol group had
proteinuria, which might have confounded the results.
Moreover, in a recent meta-analysis it was demonstrated
that the risk of contrast medium-induced nephropathy is
similar with iodixanol and iopamidol, whereas it is
significantly higher compared to iohexol.4 Therefore, it was
suggested that factors other than osmolality play a significant
role in the pathogenesis of contrast medium-induced
nephropathy, at least for low-osmolar contrast media
(RCM).4 This is also confirmed by in vitro experiments in
renal proximal tubular cells, which showed that hyperosmol-
ality contributes to the cytotoxicity of hyper-osmolar RCM,
whereas direct cytotoxic effects of the RCM molecules seem to
be the most important factor in the case of low-osmolar and
iso-osmolar RCM.5 Moreover, these studies demonstrated that
iso-osmolar, dimeric RCM induce no less cytotoxic effects than
low-osmolar monomeric RCM.5,6 Thus, the differences
between the study of Briguori and the Nephrotoxicity in
High-Risk Patients Study of Iso-Osmolar and Low-Osmolar
Non-Ionic Contrast Media trial, may be due to inhomogenities
between the patient groups in the Nephrotoxicity in High-Risk
Patients Study of Iso-Osmolar and Low-Osmolar Non-Ionic
Contrast Media trial or because of the molecular differences
between iohexol and iobitridol.
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